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The antidepressant debate 


JOANNA MONCRIEFF 


There has been an extensive debate recently 
in the North American medical literature 
and general press concerning the efficacy 
of antidepressant drugs. Little of this has 
reached the European press. Andrews’ 
editorial (Andrews, 2001) is a welcome 
contribution but focuses only on the 
reasons for and repercussions of the large 
placebo response in depression. Other 
reviews critical of antidepressant research 
have pointed out the numerous method- 
ological problems involved, the incon- 
sistency of the literature and the lack of 
evidence that the escalation in prescribing 
of antidepressants has had any impact on 
the burden of depressive illness (Greenberg 
& Fisher, 1997; Antonuccio et al, 1999; 
Moncrieff, 2001). From this perspective 
the question of the efficacy of antidepres- 
sants remains unresolved. On the other side 
of the debate, Quitkin et al (2000) have 
responded to some of these criticisms and 
tried to allay doubts about the efficacy of 
these drugs. 


METHODOLOGICAL 
PROBLEMS 





The issue of ‘unblinding’ or the ‘amplified 
placebo effect’ (Thomson, 1982) has been 
raised periodically since the 1960s. The 
suggestion is that a whole or part of the 
superiority shown by antidepressants over 
placebo is attributable to the non-specific 
effects of taking an active medication as 
opposed to an inert one, in a context in 
which there are usually high expectations 
of active treatment. Greenberg et al 
(1994) showed that effect size correlated 
with incidence of side-effects in trials of 
fluoxetine. They also found that the effects 
of older antidepressants compared with 
placebo were less than the effects of newer 
ones in a meta-analysis of three-arm trials 
comparing a new antidepressant and an 
old one with placebo (Greenberg et al, 


1992). They suggested that this was due 
to reduced expectations of the performance 
of the older antidepressants. Moncrieff et al 
(1998) found lower effect sizes in trials 
using active placebos. Quitkin et al (2000) 
challenged the importance of ‘unblinding’. 
They failed to replicate the findings of the 
meta-analysis of three-arm trials using 
categorical outcomes rather than con- 
tinuous ones. However, use of categorical 
outcomes may in itself inflate drug—placebo 
differences (Moncrieff, 2001). Quitkin et al 
also criticised the findings from active 
placebo-controlled trials on the basis that 
drug improvement rates were lower than 
expected. 

Other criticisms of antidepressant trials 
have included the validity of measurement 
techniques. The Hamilton Rating Scale for 
(Hamilton, 1960) has been 
criticised because 


Depression 
it contains a large 
number of items relating to sleep and 
anxiety, which is likely to favour any active 
drug with sedative properties (Murray, 
1989). Other scales have been developed 
explicitly to drug-placebo 
differences in randomised trials (Mont- 
1979). 
reporting of outcomes is 


maximise 
gomery & Asberg, Selective 
a_ potential 
problem, as it may be in other areas, and 
use of categorical outcomes may inflate 
drug-placebo differences if results are 
clustered around the point of division of 
categories (Moncrieff, 2001). The use of a 
placebo 
examined by Antonuccio et al (1999), 


wash-out period has _ been 
who concluded that it did not necessarily 
bias trials against placebos. Failure to 
perform ‘intention to treat’ analysis has 
been shown to inflate apparent treatment 
effects in antidepressant trials (Bollini e¢ 
al, 1999). Publication bias is also a concern 
(Antonuccio et al, 1999; Moncrieff, 2001) 
and a recent meta-analysis showed that 
sponsorship was the strongest predictor of 
outcome in comparative trials with selective 
serotonin reuptake inhibitors (Freemantle et 
al, 2000). 


EDITORIAL 


INDIVIDUAL STUDIES 





There are now so many randomised, con- 
trolled trials of antidepressants compared 
with placebos that having a full grasp of 
the original evidence is almost impossible 
for the ordinary clinician or researcher. It 
is agreed that there is great heterogeneity 
among such trials of antidepressants, with 
a substantial proportion finding no differ- 
ence between drug and placebo. Morris & 
Beck (1974) found that around a third of 
trials of tricyclic antidepressants were nega- 
tive. Rogers & Clay (1975) found that 64% 
of trials of imipramine were negative, and 
McNair (1974) found that 81% of compar- 
isons using subjective outcomes were nega- 
tive. Some large and influential individual 
studies were essentially negative. The Medi- 
cal Research Council trial found no differ- 
ence between imipramine and placebo on 
the main categorical outcome and negligible 
differences in individual symptoms (Medi- 
cal Research Council, 1965). The overall 
difference on the symptom-based scale was 
not reported. The second National Institute 
of Mental Health collaborative depression 
study of 714 patients with depression ran- 
domised to imipramine, chlorpromazine or 
placebo found small and inconsistent effects. 
Although it was reported that imipramine 
was superior to placebo at 3 weeks, there 
was no difference at the end of the 5-week 
treatment period or at the end of follow- 
up. In addition, the main report on efficacy 
excluded the 159 Black patients who were 
said to have shown a poorer response to imi- 
pramine (Raskin et al, 1970). 

Recent studies are almost all conducted 
with out-patients and most are sponsored 
by the pharmaceutical industry. It is possible 
that there is a greater potential for placebo 
effects and therefore for amplified placebo 
effects in people with milder disorders. 
However, so few studies test the integrity 
of the double-masking that it is difficult to 
know to what extent this is the case (Even 
et al, 2000). 


SPECIFICITY OF 
ANTIDEPRESSANTS 





Many substances not conventionally classi- 
fied as antidepressants have been found to 
be superior to placebo or to have equivalent 
efficacy to antidepressants in trials of 
treatment of depression. The list includes 
various neuroleptics (Robertson & Trimble, 
1982), barbiturates (Blashki et al, 1971), 
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benzodiazepines (Imlah, 1985), buspirone 
(Robinson et al, 1990), some stimulants 
(Rickels et al, 1970) and more recently 
Hypericum extract (Philipp et al, 1999). 
These 
depression is susceptible to a variety of 


observations might imply that 
non-disease-specific pharmacological actions 
such as sedation or psychostimulation, as 
well as the effects of suggestion. These effects 
may account for at least part of the impact 
of conventionally classified antidepressants. 
However, it has also been suggested that 
some of these other substances themselves 
possess specific antidepressant activity 
(Robertson & Trimble, 1982). It is difficult 
to know how this issue can be resolved. If 
anything that affects the outcome of depres- 
sion is classified as an antidepressant, it 
becomes impossible to extricate specific 
from non-specific effects. 

Although there is an assumption that 
antidepressants act specifically on some 
biochemical pathway involved in the patho- 
genesis of depression, there is no consistent 
account of what this might consist of. 
Evidence from trials shows that no particular 
pharmacological action can be shown to be 
superior to another (Freemantle et al, 
2000). The fact that depressive conditions 
respond to a variety of psychotherapies also 
implies that recovery is not achieved through 
a particular biochemical manipulation. 


ETHICS AND ADVERSE 
EFFECTS 





Absolute certainty about the efficacy of 
antidepressants, or any other treatment, is 
impossible. The importance we attach to 
doubts that can be raised about the existing 
evidence depends partly on the perceived 
consequences of using a treatment that 
might yet prove to be ineffective. Adverse 
physical effects of antidepressant treatment 
are well known, but the psychological 
effects are rarely discussed. The prescrip- 
tion of medication for depression conveys 
the powerful message that we are passive 
victims of our biology. The consequences 
for the individual may include a failure to 
develop intrinsic coping strategies, leading 
to psychological dependence on drug treat- 
ment and increased susceptibility to recur- 
rence. At the social level the effects may 
contribute to the tendency towards increas- 
ing perception of ill health and recourse to 
medical intervention (Barsky & Borus, 


194 





JOANNA MONCRIEFF, MRCPsych, University College London, Department of Psychiatry and Behavioural 
Sciences, Holborn Union Building, Archway Campus, London NI9 5LW, UK 





(First received 13 March 2001, accepted 22 June 2001) 





1995). The pharmaceutical industry is an 
obvious beneficiary of this situation and 
psychiatry must be wary of being swept 
along by this juggernaut. In order to achieve 
a truly balanced view of the evidence it is 
necessary at least to raise questions about 
the efficacy of antidepressants. 
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